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DETAILED ACTION 

1 . The text of those sections of Title 35, U.S. Code not included in this action can 
be found in the prior Office action. 

2. Claims 1-16, 21, 23, 26, 28, 31 , and 33-35 have been withdrawn. Claim 18 has 
been amended. Claims 39 and 40 are new. 

Claims 17-20, 22, 24, 25, 27, 29, 30, 32, and 36-40 are under examination. 

Response to Arguments 
Claim Rejections • 35 USC § 112, enablement 

3. The rejection of claims 1 7-20, 22, 24, 25, 27, 29, 30, 32, and 36-38 under 35 
U.S.C. § 112, first paragraph, for failing to comply with the enablement requirement, is 
withdrawn in response to Applicant's arguments filed on 07/1 5/2007. 

Claim Rejections • 35 USC § 101 

4. Claims 18, 19, 22, 24, 29, 30, and 32 remain rejected under 35 U.S.C. 101 , as 
being directed to non-statutory subject matter. Applicant's arguments filed 07/15/2007 
have been fully considered but they are not persuasive. 

Applicant submits that, as discussed during the interview of 065/2007, an explicit 
disclaimer of the scope of the claims encompassing a human being should be 
responsive to the instant rejection without raising any new matter issues. 
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Applicant's argument is acknowledged, however, the rejection is maintained 
because Applicant's disclaimer is not enough to overcome the rejection, since the 
claims encompass a cell that is part of a human being. 

Amending the claims to recite an isolated cell would obviate this rejection. 

New Rejections 
Claim Rejections - 35 USC § 112, enablement 

5. The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his Invention. 

6. Claims 18-20, 22, 24, 29, 30, 32, 36, and 40 are rejected under 35 U.S.C. 112, 
first paragraph, because the specification, while being enabling for a cell wherein a pre- 
selected DNA sequence is excisable from the cellular genome in response to the 
presence in the cell of a nucleic acid complementary to the mRNA encoding the 
repressor protein, does not reasonably provide enablement for a cell wherein a pre- 
selected DNA sequence is excisable from the cellular genome in response to the 
presence in the cell of a nucleic acid having at least one region of pre-determined 
sequence such that the expression of site specific recombinase is derepressed. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to use the invention commensurate in scope with 
these claims. Factors to be considered in determining whether a disclosure meets the 
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enablement requirement of 35 USC § 1 12, first paragraph, have been described by the 
court \nlnre Wands, 8 USPQ2d 1 400 (CA FC 1 988). 
Wands states on page 1404, 

"Factors to be considered in determining whether a disclosure would require 
undue experimentation have been summarized by the board in Ex parte Forman. They 
include (1) the quantity of experimentation necessary, (2) the amount of direction or 
guidance presented, (3) the presence or absence of working examples, (4) the nature of 
the invention, (5) the state of the prior art, (6) the relative skills of those in the art, (7) the 
predictability or unpredictability of the art, and (8) the breadth of the claims." 

While determining whether a specification is enabling, one considers whether the 
claimed invention provides sufficient guidance to make or use the claimed invention, if 
not, whether an artisan would require undue experimentation to make and use the 
claimed invention and whether working examples have been provided. 

The instant claims are drawn to a cell comprising (i) an excisable sequence 
flanked by specific excision sequences, (ii) a repressible promoter linked to a gene 
encoding recombinase specific for the excision sequences, and (iii) a gene encoding a 
repressor protein specific for the repressible promoter; excision takes by RNA silencing 
cause by the presence in the cell of a RNA with predetermined sequences. Applicant 
contemplates to use silencing to inhibit repressor protein expression, which in turn 
derepresses the promoter leading to the recombinase expression and excision of the 
pre-selected sequence from the genome. Therefore, obtaining such a cell requires a 
specific complementary RNA, i.e., a RNA complementary to the mRNA encoding the 
repressor protein. However, the claims are much broader than this, since they 
encompass any RNA with any predetermined sequences, wherein the RNA could be 
complementary to practically any transcript in the cells and could silence any transcript 
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in the cell. The art teaches that gene silencing is very specific and that the silencing 
RNA must be complementary over Its entire length to the targeted gene. One of skill in 
the art would not recognize that just any RNA having at least one region predetermined 
sequence, as generally claimed, can work as claimed. 

In conclusion, the claims are only enabled for cell wherein a pre-selected DNA 
sequence is excisable from the cellular genome in response to the presence in the cell 
of a nucleic acid complementary to the mRNA encoding the repressor protein 

Claim Rejections - 35 USC § 103 

7. The following is a quotation of 35 U.S.C. 103(a) which fomis the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary sl<ill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

8. Claims 1 7-20. 22, 24, 25, 27, 29, 30, 32, and 36-40 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Oliver et al. (U.S. Patent No. 5,723,765, incorporated 
by reference in the instant specification), in view of Porter (Trends Genet, 1998, 14: 73- 
79). 

Oliver et al. teach a method of making a genetically modified plant by 
regenerating a whole plant from a genetically plant cell, wherein the genetically modified 
plant cell comprises (i) DNA sequences having a pre-selected gene linked to a pre- 
selected constitutively active promoter, wherein the gene and the promoter are 
separated by a blocking sequence flanked on each side by specific excision sequences. 
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(ii) a gene encoding a recombinase that recognizes the specific excision sequences 
linked to a repressible promoter, and (iii) a gene encoding the repressor protein specific 
for the repressible promoter; the expression of the repressor protein is controlled by an 
outside stimulus, wherein the application of the stimulus blocks the repression of the 
recombinase leading to the excision of the excisable blocking sequence (claims 17, 18, 
20, 37, and 38) and brings the pre-selected gene under the control of the pre-selected 
promoter (claims 25, 27, 29, 32, 36, 39, and 40) (Abstract, column 1, lines 58-67, 
column 3, lines 1-67, column 4,lines 40-65, column 7, lines 7-20). Oliver et al. also 
teach that the blocking sequence may contain an herbicide resistance gene, i.e., the 
excisable element comprises an expression cassette with a pre-selected gene (claims 
19 and 30) (column 5, lines 30-32). Oliver et al. do not teach causing RNA silencing 
against the mRNA encoding the repressor (claims 17, 18, 22, 24, 25, and 29). 
However, this is not innovative over the prior art, which teaches silencing of pre- 
selected genes by introducing into cells a nucleic acid complementary to all or part of 
the pre-selected genes, wherein the complementary nucleic acid could be a RNA (see 
for example Porter, p. 78, columns 1 and 2). Because Oliver et al. and Porter teach 
methods of inactivating pre-selected genes, it would have been obvious to one of skill in 
the art, at the time the invention was made, to substitute one method for the other to 
achieve the predictable result of inactivating the desired gene. 



9. 



No claim is allowed. No claim is free of prior art. 
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Any inquiry concerning this communication or earlier communications from tlie 
examiner should be directed to lleana Popa whose telephone number is 571-272-5546. 
The examiner can normally be reached on 9:00 am-5:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Infomnation regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status infomnation for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

lleana Popa, PhD 




